The role of nitric oxide (NO) as a mediator of colonic circular smooth muscle relaxation by human leucocytes was investigated. 
monophosphate (cGMP) is inhibited by methylene blue. 16 In this study these agents were used to investigate whether granulocytes and mononuclear cells (collectively termed leucocytes in this paper) relax distal colonic circular smooth muscle by the release of NO.
Materials and methods

MATERIALS
Drugs and solutions were prepared on the day of use. The following were obtained from Sigma Chemicals Ltd and where necessary dissolved in distilled water immediately before use: acetylcholine, superoxide dismutase, NG-methyl-Larginine, NG-methyl-D-arginine, methylene blue, tetrodotoxin, FMet-Leu-Phe, and hypaque 1017 and 1119. Indomethacin was initially dissolved in 10 mM Na2CO3 and further diluted in Krebs Henseleit solution. Oxyhaemoglobin was prepared from bovine haemoglobin (75% methaemoglobin, Sigma Chemicals Ltd) and its purity was assessed spectrophotometrically according to the method described by Martin et al. 5 Preparations were accepted if , p=0 7) ).
Discussion
We have shown that granulocytes and mononuclear cells relax colonic circular smooth muscle strips contracted by acetylcholine. The mediator of muscle relaxation is unlikely to be a prostanoid as leucocytes were incubated with 100 nM indomethacin. Leucotrienes produce contraction of this tissue and thromboxane has no effect.'7 Muscle relaxation was increased by superoxide dismutase and reduced by oxyhaemoglobin and preincubation with methylene blue. Incubation of effector phagocytes with NG-monomethyl-L-arginine reduced muscle relaxation, whereas incubation with NG_ monomethyl-D-arginine had no effect. Only viable mononuclear cells and granulocytes caused muscle relaxation, suggesting that the relaxing factor is not stored by these cells. Muscle relaxation was not affected by tetrodotoxin and therefore unlikely to be mediated by neural elements. These findings strongly support the suggestion that effector phagocytes relax circular smooth muscle by the release of NO. Our results are in agreement with those of others who found that activated and nonactivated macrophages89'8 and granulocytes"" relax vascular smooth muscle by release of NO that is synthesised from L-arginine by a stereospecific enzyme, NO synthase. Release of NO is increased by activation ofmacrophages,"' but not granulocytes,2" possibly because of the simultaneous increase in production of superoxide anions that react with NO. 
